Bibliographic Information 



5-Isoquinolinesulfonamide derivatives. Kabashima, Shigeru; Nagumo, Hiromitsu. (Asahi Chemical 
Ind, Japan). Jpn. Kokai Tokkyo Koho (1994), 10 pp. CODEN: JKXXAF JP 06100540 A2 
19940412 Heisei. Patent written in Japanese. Application: JP 92-254605 19920924. CAN 
121:157540 AN 1994:557540 CAPLUS 

Patent Family Information 

Patent No. Kind Date Application No. Date 

JP 06100540 A2 19940412 JP 1992-254605 19920924 

Priority Application 

JP 1992-254605 19920924 



Abstract 

Title derivs. I [Rl = NHCH2CH2R2, NHCH2CHMeNH(CH2)5Me, Q, Ql; R2 = Q2-10] and their salts 
with acids, useful as inhibitors of protein kinase, are prepd. Thus, stirring a mixt. of 5-isoquinolinesulfonyl 
chloride, (2-aminoethyl)morpholine s and Et3N in CH2C12 at room temp, gave 71% 5-(2- 
morpholinoethylaminosulfonyl)isoquinoline. 
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Indexing Section 27-17 (Heterocyclic Compounds (One Hetero Atom) 
Section cross-reference(s): I 

84468-15-5, 5-IsoquinolinesulfonyI chloride 
Role: RCT (Reactant); RACT (Reactant or reagent) 

(amidation of, with (aminoethyl)morpholine or N,N-diisopropyiethylenediamine) 

2038-03-1, 4-Morpholineethanamine 
Role: RCT (Reactant); RACT (Reactant or reagent) 
(amidation with, of isoquinolinesulfonyl chloride) 

9026-43-1, Protein kinase 

Role: RCT (Reactant); RACT (Reactant or reagent) 
(inhibitors for, isoquinolinesulfonamide derivs. as) 

116970- 78-6P 

116971- 04-1P 
157383-13-6P 
157383-14-7P 
1 57383- 15-8P 

9 AOS 1-A 



CH 2 — CH 2 — OMo 




PAGE 2 -A 



♦ HC1 



157383-17-0P 
157383-18-1P 
157383- I9-2P 
157383-20-5P 



1 57383-2 1-6P 
157383-22-7P 
157383-24-9P 

Role: SPN (Synthetic preparation); PREP (Preparation) 
(prepn. of, for protein kinase inhibitor) 

100-1 1-8, 4-Nitrobenzyl bromide 
611-19-8, 2-Chlorobenzyl chloride 
157383-16-9 

Role: RCT (Reactant); RACT (Reactant or reagent) 

(reaction of, with (aminoethylaminosulfonyl)isoquinoline) 

104-88-1, 4-Chlorobenzaldehyde, reactions 

Role: RCT (Reactant); RACT (Reactant or reagent) 

(reaction of, with (aminopiperidinosulfonyl)isoquinoline) 

42365-43-5, 4-Chlorobenzylamine hydrochloride 
Role: RCT (Reactant); RACT (Reactant or reagent) 
(reaction of, with (oxopiperidinosulfonyl)isoquinoline) 

64-04-0, 2-Phenethylamine 

100-46-9, Benzylamine, reactions 

1 00-60-7 , N-Methy lcyclohexylami ne 

Role: RCT (Reactant); RACT (Reactant or reagent) 

(reaction of, with (tosyloxyethylaminosulfonyl)isoquinoline) 

35386-24-4, l-(2-Methoxyphenyl)piperazine 
Role: RCT (Reactant); RACT (Reactant or reagent) 

(reaction of, with (tosyloxyethylaminosulfonyul)isoquinolineor N-methylcyclohexylamine) 

111-26-2, Hexylamine 

Role: RCT (Reactant); RACT (Reactant or reagent) 

(reaction of, with (tosyloxypropylaminosulfonyl)isoquinoline) 

157383-23-8 

Role: RCT (Reactant); RACT (Reactant or reagent) 
(reaction of, with chlorobenzaldehyde) 

84468-17-7 

Role: RCT (Reactant); RACT (Reactant or reagent) 

(reaction of, with chlorobenzyl chloride or [(methoxycarboylethyl)phenoxy]epoxypropane or nitrobenzyl 
bromide) 

157383-25-0 

Role: RCT (Reactant); RACT (Reactant or reagent) 
(reaction of, with chlorobenzylamine) 

129534-39-0 

Role: RCT (Reactant); RACT (Reactant or reagent) 
(reaction of, with hexylamine) 

121 -05- 1 , N,N-Diisopropylethylenediamine 
Role: RCT (Reactant); RACT (Reactant or reagent) 
(reaction of, with isoquinolinesulfonyl chloride) 



129305-12-0 



Role: RCT (Reactant); RACT (Reactant or reagent) 

(reaction of, with metthoxyphenylpiperazine or benzylamine or phenethylamine) 

Supplementary Terms 

isoquinolinesulfonamide prepn protein kinase inhibitor 
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1 H-NMR (ppm) (CDClj. TMS) : 1. 9 
-2. 5 (6H, m) . 2. 8-3. 2 (2H, m) , 
3. 3~3. 7 (5H, m) , 7. 5—9. 0 (5H, 
m) , 9. 4 (1H, s) . 
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0, 1 33 0, 1 1 6 0. 
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(5 Oml) (5 0ml) £JP* 4 pnmtVV&m 
£*M§U *ft (5 0 m 1 x 2) «tt (&*6&KT 

-JV/^DD^A) Tfcgbfc (W* 6 6*. 5. 
4g) • * (2 0ml) MH:U pH1lcfc£3;T» 
JfigfciD**:. X^y-JJ/ (2 0ml) £ia*TJteiS«: 

8% (1. 8 g) . 

'H-NMR (pptn) (CDCIi, TMS) : 2. 1 J0 
-2. 5 (4H, m) , 2. 6-3. 6 (8H, m) , 
3. 8 (3H, s) . 4. 7-6. 2 (1H, b r) , 
6. 6-7. 1 (4H. m), 7. 4-8. 8 <5H, 
m) , 9. 4 (1H, s) . 

IR (KB r, cm* 1 ) :3 4 0 0, 1 34 0, 1 1 5 
0. 

[003 7] 

5- (2- (N-^f^a^yJl/7a/) X^Ji/ 

5- (2- Y*s)\,**i'X*)V7Z;*)Vft-)V) <t*J 
+ /'J> (5. Og. 12mmol) iN-^fJ^ 
DA^*>^7$> (1. 9g, 17ramol) tft&il 
(4. Og, 2 9mmo 1) ^fh7th'D75 
> (5 0ml) *T6ttMftinffiLfc. *t«*fl&£ 
U Lfc. *UO*JWA (10 0ml) 

<h* (10 0ml) &mX. ^DO^ASStffcU 

Aft (5 om i x 3) a, 

JW/*Da*JWO TlSSU X^y-)V (1 Oml) 30 

mmzx.-T)i (3 0mi) sun*. 

58% (3. 2g) . 
'H-NMK (ppm) (DtO. DSS) : 0. 7- 

2. 0 (1 1H, m) , 2. 7 (3H. s) . 2. 8- 

3. 4 (4H, m) , 7. 4-8. 7 (5H, m) , 
9. 2 (1H. s) . 

I R (KB r, cm *) : 34 00, 1 3 2 5, 1 1 6 
0. 

[00 3 8] 

s- (2- (iMy:/pgju7a/) i^7$;x^ 
n, N-^wy^Dtr;px^w>s;7S> (2 1 g. 1 

50mmol) £*flrFT5-4V*/U>XJI'*=A' 
^DUH (16g, 72mmol) Cv^DD^r/ 
(15 Oml) Btt&lni*. £iT?l 2BSfflft#W!:. 
*ft (1 0 Om I ) ft, (j8*«K7^y-JA t 

& (W5 7K. 14g) . jMlOml) p 50 
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H3. 7Ka**TfittMto*&. 

fc&Lfc. IR* 2 796 (7. 4 g) . 

1 H— NMR (ppm) (CD>OD + DMSO-d«. 

TMS) : 1. 3 (6H, d, J = 7. 2Hz) . 3. 

0 - 3. 9 (6 H. m) . 7. 8 - 8. 9 (5 H, 
m) , 9. 5 (1 H, s) . 

1 R (KB r, cm 1 ) :33 8 0, 1 3 2 5, 1 1 5 
5. 

[0039] 
[IUSW7] 

5- (2- (4-Xha^>yiU7^/) X^JW7*/ 

5- (2-75/x5^7syxJp*~;io -fy+yy 

> (8. 5 g. 3 4mmo 1) Of h7t Hd77> 
(10 0ml) &&mz* 4--hui>is)V7n** 
(3. Og, Mmmol) Ofh7tHD77> (2 
Oml) *gfft£jtni*.T. ££T1 2l*fUim#L£. S«( 
£«E££U v^do;**> (1 0 Oml) (1 

0 0ml) £in*, ^*nD**>Jg£#IRUfc. * 
(1 0 Oml) £J0*. «ffiSTpH4lCbfc. *E£ 

1 2^Mft»bTtrrWLfclSfl*»iStUfc. ^DD^ 
*>BlCli* (10 Oml) £flp*, iS*8TpHLi: 

(5 omi) &mzTVTtoisfz&fk&mmsit. 

fcfe&OK (5 Oml) £Jn*> pHlfc^iTttt 
BfefcfclluU tn*fet6f»Ufc. «E«I6 (3 0ml) U 

4t:*p»st5. Wffli&a^ffl^b^ a* 7 2% 

(4. 6g) . 

1 H — NM R (ppm) (D«0, DSS) : 2. 7- 
3. 6 (4H, m) . 7. 7-9. 3 (9H, m) , 1 
0. 0 (1H, s) . 

I R (KB r * cm" 1 ) : 337 5, 1 5 2 0, 1 34 
5. 1 1 5 5. 
[0040] 

5- (2- i'OV)V7*J) X^JP7^yXJU»X 

5- i2-Y*Art*UX*&7$.J7>fr#ZM <fy 
*y"J> (7. 1 g, 1 7mmo 1) k*>&)V73.> 
(6. 4 g, 6 0mmol) Ofh7tHP77> (7 

oml) $w$§8*7 ot:ri 2«nMDfeL 

fc. fim£#£«£U ?nu*)VA (lOOmi) t 
* (10 Oml) £JH;U ? DD*;UA!B£#I8L. * 
ft (6 0ml) L1t<D*>. ft® 

•7hy 7 7^- (->U*y;k 3JK>**/-;k/*DO 
*JVA) Ttt«b*: 0K*8 5X. 5. 6 g) • * (6 
Oml) m&tZ. pHltCfe*£T»&K£ta;!L JSJB 
£©£Lfc« x*/-^fc7-feb>£mT«TmbfclS 
BrfcilSSSlU X-r-^Tft^Lfc. HK^6 0 % (5. 0 
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(10) 
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g) . 

1 H-NMR (ppm) (D»0, D S S) : 3. 4- 

3. 8 (4H, m) , 4. 7 (2H, s) , 7. 7 - 

8. 1 (5H, m) . 8. 3-9. 5 (5H. m) , 1 - 
0. 3 (1H, S) . 

I R (KBr, cm*) : 3 4 00, 1 3 5 0, 1 1 7 

o: 

[0 0 4 1] 

[mm] 

5- (2- (2-7x*5FJW75y) X^)V7^yX)V 20 

<y*yu>ttM[ 

(7. 3g, 6 0niinol)», $03$8*7Ot; 
ti 2^fgijp»t-4^boic, «t»U^f>3 6^ffflin 

$5 90* (7, 7g) . 

1 H-NMR (ppm) (DjO. DSS) : 3. 4- 

4. 1 (8H.ni), 7, 9 (5H, s) , 8. 5- 

9. 7 (5H. m), 10. 4 (1H, s) . 20 
I R (KB r, cnr 1 ) : 3 4 70, 1 34 0, 1 1 6 

0. 

[0042] 

[mm o] 

5- (2- (^->^7S/) 7o£)l7$;Z)lti;- 

5- (2-h->;^+*>^Dfcr;pr5yx;p*n;w -r 

y*/'J> (7. lg, Hmmol) t^JP75 
> (7. 6 g, 7 5 m mo 1 ) <Dt h7th*D77> 
(180ml) &Bfl£8S*l 0 0<CT1 2t$|fl] 50 

fln&Lfc. Rt£&d£fiEB£& y^DD^^> (3 0 0 
ml) i*(100ml) £Jra*. ^dd^^>B& 
#JI£U *ife (1 0 Om 1 x 2) * (2 0 0tn 

I) *MK. fiii®rpH7. SCLfc. ^DD^ 
>J8*#S&. «tt (3S*fi5K7^v"^i,, mm) 

DO^i) TtffiLfc W*7 4*. 3. 9g). * 
(50ml) fcffltt:, pH4ICfc2>*Tatfi»&llD*.. 

(2. 5g) . 

l H — NMR (ppm) (CD,OD. TMS) : 0. 4 
-2. 1 ( 1 4 H, m) , 2. 7-4. 0 (5H, 
m) , 7. 7-8. 8 (5H, m) , 9. 5 (1 H, 
s) . 

I R (KBr, cnr 1 ) :337 5, 1335, 116 
0. 

[0043] 

[mm 1] 

5- (3- (4-^DD^>y^7$/) WIVJX 50 

— 5B4- 



#§§¥6-1 0 0540 

J* 

(6. Og, Hmmol) £*ffiffc*U$A 
(0. 34g, 6. lmmo 1) (5 
0ml) K8*¥U 4-^DD^>X7)Wxt:H (2. 
6g, 1 8mmo 1) £iDa_£:. U9A50V#n 
tK'JH (0. 8 4g. 1 3mmo 1) £«2mU 
T3B|^tfc, pHl lJBUfcft*£T8N*Rfc 
:TMJtf A*$»£JP*., ^dd*JI,A (100ml) 

(is01J?)V, *Dd*;kM TfflSl/fc (42*8 4 
6. 5g) . (50ml) (50m 

i) *tox.T^*t. pH4. siztzzzrmxmzm 

52% (4. 3g) . 

1 H — NM R (ppm) (CDCU, TMS) : 0. 9 
-2. 0 (4H, m) . 2. 3-3. 1 (4H, m) . 
3. 2-3. 9 (4H, m) . 6. 9-8. 7 (9H, 
m) . 9. 2 (1H. s) . 

IR (KBr. cm" 1 ) :3 3 7 5, 1 34 0, 1 1 6 

O. 

[0044] 

[mm 2] 

5- (4- (4-^DP^>^7S7) WJVJX 

4-^DD^>^7$>I»i(l. 6g, 8. 8m 
mol) ii/K&ft;**;'^ (0. 1 6 g, 2. 9mmo 
1) *m**fiy-)V (2 0ml) IC&fcU gfiTl 
5#«#&, 5- (4-**ybT^UxVX;V*-JW 
-Ty*/'J>(2. Og, 7. Oramol) 3 
OftmmmmWLZ:. th'JOAy7;^OtHUH 
(0. 1 7 g, 2. 7mmol) (O/^/-^ (10m 
1) Jgffi&flttDU mT3»IW»#U&. pH10& 

(1 0 0ml) t^Dom (1 0 0m I) £jD* t 
^□D^UAJg^Kbfc. ife# (5 0m 1x2) . 9t 

^UP^UA) TttttU 7-feh>TH«aUfc. 

3 9% (1. 1 g) . 1 H-NMR (ppm) (CD 
C la. TMS) : 0. 9-3. 2 (8H, m) , 3. 
6 — 4. 1 (4 H, m) , 7. 1 — 8. 9 (9 H, 
m) , 9. 4 (1H, s) . 

I R (KBr, cm' 1 ) : 32 7 5, 135 0, 115 
0. 

[00 4 5] 
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